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19 7 0*H%<D&¥fcT s ' O iM i 1 1 e r h 
(Biochemistry, 16, 1988-1996, 1977)*3 £t*Z a m e c n i k h (Proc. Natl. 
Acad. Sci. USA, 75, 280-284, 1978) \Z ±oTffil*tbT^^ fi8A/fcHiJBfcj&*fT 

mvtzLJrV ^ ^ K© 5 ■feft^llffi^-e^ScDf^ ^ ? vans b*ffl<Di? 

^ ^ k (^t> s y ^ k t m-ta ) 5 0 m& * w^tfe 

■ 

( 5 ) tkfapvD? m t #n#j& ^^mmm^^-t ^>tzi »m- r 

^^•^feffi^-y V^K(^M4fPf^^ <fb^£«l } 36, 556-559, 1998)^ 
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ZSmfflMfc in v i t r o ^Ctt^V^^#&^T% N i n v i v o#^E|j^ 
5^aZli-<TV^5 <tf± ^ £#^14^, 49, 309-314, 1998) 0 ^y^^^ 

K&r^y ^y — i-%JT'm-±s zn^x-^k LT^-y k©»^<^ 

^-T57t4?)^|ilW|tlft(^lilfB^s «X^, 16, 1463-1473, 1997)^1*, 

io ( i ) a!* y - l - y v»>^tf? y ^ w 5 ^(o^mm^^ kJry^%-?\s 

(3)-f^7/^^lf r>-f/^HA^®^^^°^Kft5f5(D f u s o g e n i c 
15 ^ K (Bongartz, J. P. £>, Nucleic Acids Research, 22, 4681-4688, 1994)^X3 

rj^a !7^©An tennapedia ^ >v^y St^zfry ^" Ky -Y ^COWfJi^ 

20 (5) =ilxXxn— /l^tl^i-Sv 

( 6 ) # ^ ^»w^i-a« , 

^K^fi^T?** in v i t r o ©^t1iSvW^#b^t%, i n v 

Z>#m^ in v i t r o ^1*^-y y K3tfHfl&rtte3&*,k < ^Ai" 

£fc&S:%^fcW3££*tTV^;0S N i n v i vot«#iy«t 



WO 01/97857 



PCT/JPO 1/05 195 



4 

fciili!(i:<(4M^ 49, 309-314, 1998), KgffcfcHiBlft&tf- V ^ ? u 

^P'[4M^ s fe#^^OT$*T, *^&A£fr5;#fc&;&S#Hi¥9-7 154 
2, US5,7 6 3,4 1 6{^$^tV^ 0 i^bWi3 7^^©4#i 

f P'lW^fo S V ^'WM^WW^A 2 6 5^—5 3 OJjCDyyX* KDNA 
(4000bp~8000b p^B^)feSVM4 j e^±C9^ : f-^-YX^r^ri-5!7 

tFU S 5,7 6 3,4 1 6fc« N 3 7-<7 1 >^0^»'|4#^|-fc5V^«#iifnt4 
^ K(-*iX'fc-?T, ^fitfSjft 3,3 0 0 9,9 0 0$g,g) 
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Si to 

Wm&n%WiM])frbte%m%MK in vi v o^B'H1^£ff^3iift< 

-0^, :ilWl-3 0^t N ^3 : 1 -6 0^# N V 

— ^ 4 : mMffl 1-18 0 'Mk^ : ##$| 1-0 $Mfe„ V— ^ 6 : 

0iJl-3O^, ^7 : ##$Jl -6 0^> V— ^ 8 : 1 - 1 8 0 

n 2 i <z)^- v ^ ^ i-^-^ KiAM^t h mmmM%m& (nec 



WO 01/97857 



PCT/JPOl/05195 



10 



15 



20 



25 



6 



3 mtemnm 2<o$-y ^ y k*a»j& t h to$b» i n v i 

y rf«* y U^-f- F»U ###1 6(D^!?7 >"y"^;t V ^3* y Fia 



W12(D$-}) st^^U^ FfAlSiaS in vitro fc*5 
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mmmz in v i t r o-e^pbfc«-^ v »j7©y ^y— 
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ill ISIteHWil 7 (D^- JJ ^ k^a^ij * t h 
fit bfc;* - K-r ? * <7>^^^lJil«#W^^^# bfc 



,--4 



:%#| 7 <D V Tjf 



1 3m«; 

<om&m& < #M £ tLfc ;i t *7f; b fc y 7 7 x& % o 

l 4 0?m&S#H 7 (Dir V ^ ^ K3>A»J& t h bfc 



bfc:H£\ 4 ©7r n ^ 7 



»J 7 y =0* * K»SA»J3r t h llft^H bfc 



1 5H«; 



^ - K-r i> ^ ggftpi SSflWSi^^ bfc 
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017 mnmmm 7 <d# y ? i^urf- KiAWJ^t b^mmmm^mm u 

018 Hlf»»J 7 <^ JJ ^ K#A»J£r t b 

■(LMFSIIB^ in v i t r o ~?mfa Vtcm^K, fflifc^Tv 
(LMFSWt in v i t r o UTc^^ ^JWfl^tb^T^^^sp 

( 2)mmm$mmm-v&z> c 1 )ibs»^ y ^ i^^- fia» ; 

(4) y^sr^ora^w-^>-e$,s(i)~(3)<^v^-f ! ^^c|Bto^-y =f 
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(5) 3 7^>WM3 0^—^19 073-?h%> (1)~ (4) (DV^n^Cfa 

( 6 ) * v ? u^rf- FmAmwwmtvmM-eh s ( i ) ~ ( 5 ) <o\ vrfruwcre 

5 MsnHsr V =r* ? is*?- KTO^J ; 

( 7 ) y ^ ^ K*S 5 fl^± 3 0 Srft^T^ ( 1 ) ~ ( 6 ) ©I vfftjWcflB 

10 (9)^-y rf'^iJ' WWRNAfeSV^RNAlifWS ( 6 ) *7bf* ( 7 )|3 

# a h M^^^i- s ( 8 ) £ tc n ( 9 ) tattco^- ]J rf;X ^ KS£A$8 

15 (ll)t!]^^ FflS^fc < i t>^rO^^^(DtM^t4^SL-f-^a^?fe 

■ i: &mMt£^i*Tx°mm&]^Mj&'t &m.mmm%m~t% dxio) (ov^ti^ 

\£BM<DX' V 9 K2&AJS0W ; 

(12) t!) =0* wtf-^ K*Sd>3&< £ fc-to— ffi*SJSJR(tt©^A'^*>5V>ttj|PI 
20 HJd#SWJ&3t^-0-fe l/*®kh S V>ttT ^^ir £ ^Sift^TtHi 

(13) tP =**^ W-^KaM yt^t-RNA0»3 K^*"&tpfl*(rta>5 

25 #1-3 (d~(io)cv ^~rfi^mm<D^- v ? k^a»i ; 

(15)^1^ SWfp^y^t-m #S:^f«^ 
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5 (14) fB«4<Z)^ V zf* ? is^rT VMAMM ; 

5 1 S3 7-^>"el) 5(1) ^lS<jc<D^ D =f* ^ KJ»AI8jW ; 

(20) E&±wm£1rLzmm&WAz£tt ( l ) iS«tf^ V =0* * K#A®5 

m ; 

(2 1)»»^ HJjfEJLL©:*- !> ^£fcte^^t<D»7/l^-/K 



( 1 ) V * w*^- FfA^I ; 

( 2 3 ) p H 4 ~ 8 ©Wl fc OT$§M£</9 (22) |B«^)^- P ^ 

(2 4)37^Oti^0. 0 0 1 %~ 1 0%(w/w)Offiffl-e*5?8SK5K^ 

yt tt«HB^o ( 2 2 )|fflft©5j- y rf* * K^A»J ; 

htfc*fctt»5|S*^*>* (2 2)flB^^-y KfA^IJ ; 
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mm, mmft, mr*. mm, ^fts i«§i*k mitWK.^ u « 

liftTJJb 5 > 

7) i n v i v o T?giJ^^|§^6 - £ ft < ffiiftm- R NAOM^MWl- 

i/mwL % u& l *> « v n \±mmw.^<D t> *> « a\ & 3 v ^ ft & 

fcRT»-e«>6t>o^s*ferf bft£ 0 ' r-Br^ay^Vj ^ its, fan @# 
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fe37^ yV^fcfi^G)Ojtf5^|@.^WS* bV\ =*^-y^<D;?-f :/^bVv 
ttWL7clM=iy-^V, lM=«^-^V^ifWtf 
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> 

^WKJiv^bftstf-y ^^w^Kri^ftW^ri^ dna, 

^WtcJBv&ftSa-y =0*^ v^K», $ M-J^W^m, fail />& 
^fe v;** £ ^a^^^T-etSWW^^i-^^M^J^^^ U «fc tJ =Sr#:W 

^-f Ki: UTI^ M&d h s t-l<D^m,^m^)KnM-t^ 5'-CTCG 
TAGGCGTTGTAGTTGT- 3' (SEQ ID NO: 1) (DiB^^f Lfc^ JJ =f 

!$»A/> ^rUI^Ay, ^iW^^^gj^^^ b tiTV> S I s I s 3 

5 2 1, C-r a f #©^&<frl*lHrtCWHW LTWr^H^^ #p 

I S I S 5 1 3 2/C GP69846A, Ha-ras K>35^«rW&ftJlcRlJSF b 

5ISIS 2 5 0 3, t/B^W-^A^^f^i (D^mSr^M^j^^Ji-s 

GEM2 3 1, DNA^f/Vh7^7x7- ^O^S3ISrWSWtC#|rtWi-SMG 
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98, c-my c^MWJtS I NXC-6 2 9 5 V c-mybOMIr# 
ML6lfil^©M»f^$^TV^5 I NX— 3 Q 0 1, b c 1 - 2<DmW.&$l 

B^^AZ:fli^^'^C3Sffl^f i ^•$ttTV^5G- 3139(Genasense), MD 

M2ia ^ism^wj-r s v ^ k, v e g f <Dmm%$t}ffl-t& v 

fflV^^:!) V^Fi: Lt«, H I V(7?li5il^$iJ-r5GEM9.2 N GP 



1 — 2 A, f--f b^^a^-r/^Oit^^flJ-f-S ISIS2922(fomi 
virsen),Vitravene, I S I SI 33 12, GEM 1 3.2, C 
mfifcy4^X(DMM&nMir& I S I S 1 4 8 0 3 & if^W fo^t, 2&3m<^ft 

^&.ttTV^5 I S I S 2 3 0 2, TtV W A .1 (D^?S^$IJ U « 

I^©llM^btltV^EP I - 2 0 0 0, fciO'TNF-a, CD4 9d 
(VLA-4), VCAM-1, PECAM- 1 <^>|§JaSrW]$!j^5^-y ix^- 

Fi: LT, c-my cCQ^SSa^flfiJ-rSRe s t en-NGfeCT 
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DO TMA (N— [l-(2, S-^^-W^^^^^n — N— h y jt^/U 

7y^^^P7^ K)s DO S PA(2, 3 — l/>f jV^r^r %/ — N — [2 - 
>-^7/^>f-5 K)^?Vk] — N, N — S^y "f'jV— 1 —"fus^lsT % z=. 
$J±hV 7;^nnr- hK DDAB (v=y f^v't^' ^ ^ V-vy^T »7 
5 KK TM-TP S (N, N I , N I I , N I I I -7 1 hyy^/W-N, N', 
N" ,N"' -7 1 h 5^/1^ 5^-/^ ^^5; DMRIEd^-v'^D^f/V 

bf/w-3— ^f^t !^A-/n 5 K) N N- 

4 K (Biochemical Biophysical Research Communication, 196, 1042(1994))^ 

dogs ^fi^A^T s: k^* y v'/^-</U' ^ ^) m<o y j; r s ^ a i 

kCWKl S^(O^^Y\ i$V ^^^©ilft (Proceedings of Academy 
Sciences of the USA, 89,6094 (1992)) ^(O^Jf-^T^^ V T 5 J <£tP£-C£> 

^wa- /wN?y trs^tro y K^#*s^w*btts 0 -t^ffi* ai kcwK 

_hfB^^^-^tty *?y— Ltli N DOSPA^DOPE^rl : 1 

t^-tf LI P O F E C T AM I N E (&ftl$$K<, Life Technologies, Inc. , a y 
& \f;V, MD, USA), D O TMA iDOPESrl : 1 "C^-ipy xtfy— A N DD 
AB tDOPE^l ; 2. 5 "C^tf L IPOFECTACE (&0g:j8j|& Life 
Technologies, Inc., Vi-y? \f/V, MD, USA), TM— TPSiDOPE^ 
1:1.5 "C^-tpC E L L F E C T I N (3£f|iiaffS> Life Technologies, Inc. , 

_h|B^^>"l4J§M«t n^T-n— /i/Oft^i:^ ^JxiliDMR I E i 
3V^rn-;KO*;H;bTl : 1 ©I^*Tfc§DMR I E — C (Life 
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* 

Technologies, Inc., P y # tf/V, MD, U S A) 5 ~ t&X% 5 D 

* 

m^(om^(DWi7^^M't^m , R t l*c hmg - 1 «tv 2 ©s&a^ 

(high mobility group-1, 2 mixture : HifclS^, 12, 184 (1994) 6 £ 

— l ^W:fcfi-§ tf- y =0* ^ \sHr<?- Y(D&MM<dW& 1 0 ~ 5 0 0 0 X«fo V > 

b< !il0~2 5 00, J; <9Mi: L<ttl0~1 00 0-0fc3„ 

a d x m ^±wm znz mam & w \z-$t? r. £ & x # 5 , 
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fii LTH MxJl yVv^-*, #7yi>— h-^^Wb 
frK »*U<fi^=^*e*)«o — *F£:l/r«\ ix.ll v-^-y p-*, t 

/V^^, 7^ * N b WM3— ^fr^W bfrb5 0 

SOPlMfctefi Mx.il ft^v'fc 7 y. ^rc^ -7^/^*5 «fct>*m 

n b co^frjte ir^s^rf btb%o r ? y mm t u-ai m>ui yvvy 5 

m^r^/m, ? y^fs ry-^, /o!)^ iyxT-iSs -ty^ 

j^l^-s^ T^^^^rV, ytV9%^/^ 4 y weal's iy*/M>\ fPW, 
©fit LTI4> Mx.fl tMJ^Afi, #y p&WzV&m-f b*L5„ 

Wx.tf*M^^H^ 2 fo5V>te 3 &$&£3RHti3 J: ^©fi^^if btt> J; 

a y b& !)y =f«ft N y t/^*3 «t tf-t ¥&mtf b ti> » * u < am x. (1 

A^TO^^tJi-f-Stgyj^rWi-S^^LfcTxV CHEMS (a 

<d 5 -bffit<£> 2#^7t«3#^^-rs»j^-g-^tt6 0 
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till 9 8 O 0 w/w%©|Sro^i^l?t5o #*UV»ttHfcbX«#&0~*5l 
8 9 0w/w%©ilW^5 o <fct>#f£L< J**&0~i|&9 0 0 w/w%© 

K^A^IJO p Hfi 4 ~ 8 0>$BH*?#> ?> „ ^ 7— *f^%: 0.001 %~ 1 
0%(w/w)ttU 0*L<f±O. l%~5%(w/w)^tt5o ^i/v^ 

h^*>SV>fi^tfe©^-y =0* ^ K^A»J« 5 ~ 9 9 0 /o(w/w), 

0£ L< I410~7 0%(w/wK «t U< »2 5~5 0%(w/w)©3 7 

CD^" JJ =0* ^ K*£ ITIi, 7&g¥£hl?CT LTMxJ±\ 0 . OOlmg/ 

kg~40rag/kg, #f£b<fi0. 0 lmg/kg~30mg/k g^fe^o 
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3 ) ^ i&gioS c-c»^ij^» LfcBifSo^- y ar * ^ 
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*tf^%?&:<D$-y ^tvOrJ- K*AS^©J83£#Sfe£ ITS, Mill 

■ 



WO 01/97857 



PCT/JP01/05195 



21 

3 ) ^ y—^^mwt^., >&mcm cxmmm^mm vtcmm^ y * 
Bifsi^ y ^ ^ K«»fl¥ $ ^ # temmzm mwk vx 

20 ^^<^)^- y ^ ^ FfAM 2r#5 ^fe ; 
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5 10)37 U # b frfcftSfeft CtiW U 

15 13)37 -^vm^, >&mz.m cxmm\%WM vtcmm^ y ? u# 

25 #5 #8* ; 
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1 7 ) &5f Jcjfc DT»^J^» l,ftffim<D* V rf* * Ktf^ttL, 
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fife X *K V i? % » L T# & ^7c:« £ R ^ KUEE 3 ; 
5 «^ife ; 

io 11)37 BfH<^ y ^ ^ Fii^Jniti^ l„ zifi 
20 £BfM<^y ^^wFi«w$t, #bnfcM«6i®u #bn 

15)37 u # b tLfc^fo Sr&SfcJS DtiMJ^iin L 

l 6)BffM^>^-y drxfis*?- KigSRSrffcJftU #b*Wfcf£K£<&^WCT 
tfcJR4b ^ * * , *> 5 V > fi» L T# b Hfci^* £ R ft^ KB Wtffl&t % J? 
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•i7) $mfcj& KxmajBffl&wM Litffim<D* v * vnr?- KSWRfcft* u 
n b tbtz.mm& it*?—? ^mm^mm £ ^ #bn 

18) 37 — tf^wmz., fa®* y =** ^ K^srip^TjB-a- u 

1 9 ) ct wj t a 7 - y « t ^ mu<D^v =0*^ 
%mn<D^ y f$^c$$?£^> #b*wt*&— ft«c&5v^?« 

22) 37^ ^ W ft- ftft L > # b tiTt ft&ft ft <&S? JCJCS C T MJ#J ft » L 
»&*ft!lgfftiS L T#fc * ^ft RttJtfcfcjeE«&fi»r 5 #ifc ; 

23) 37 -^V«^ N BfS<^ y =0* ^ F««rAnx.xji-a- u £ft 
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2 6 ) ^gi^ WJ^tt tfc 7 - Wis #b^fcf»Fn 

27)^7 -^V«?r« U # b*Wbf»& CXWtoffl&fflia L 

20 ;ttJ*.fcft N 1^ U / b R«t W Lffl u faft-t-s^ ; 

3 1 ) &m C T m^B^riJ £ » L ft. a y - ? l^mW. % 1&tk L x # b ft ffcflliSi 

32)37^ ismm^nm u # b ft fc».& sn&is sus l 

WU ; ft if 
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b mmm& «t «t d ire § *x 5 1> © -era* v \ 

»^^M5SHT-H ST-KFGF4) <DM.&fr (Proc. Natl. Acad. Sci. 
USA, 84, 2890-2984 (1987) Kfflffi) <V 4 196b^b4216 b£T?<DR^!JM 

*lWjfeK^lSrJfirL/t^*p^^— haryfty^^-y =r* ^ i^a-^ k ( 5 * 

— CTCGTAGGCGTTGTAGTTGT — 3' (SEQ ID NO: l) ; : 
6 5 0 0 ) (•?• 17 ^-tfcsS^fcfc) SrftJ^ftS lO^^P ^fr/V/ L ft 5 

mmm 2 • 

^/I^^j^^Bt^it^© 31 9b#>fc338b tt©S?IJ^iW*fi 
^iJ&^Lfc^^n^-^^- bMT^-fe^*^ y =0*^ I/tf F(AS-OD 
C, 5' -TCATGATTTCTTGATGTTCC- 3') (SEQ ID NO: 2) 
(x^^^JIat-t^rai)^IIO, 5, 1> 1.5, 2, 2.55 

V **rv/ L £ ft 6 J; 5 J-Tt 1 p a 7— ^>co4"l4^ ( (I*) MTtp 

a^-^^yb : 3. 5w/w%7rP37^* «l£ 1 . 75 
w/w%) fc U y * FiAil&ii bfc 0 

MWM 3 

AS-ODCSrHigi. o 5; U^/LOiSi^SiM-Tfn^^^-T 5 

>^ ( ($0 iSffTfnay-^^ >-7"7^ h : 3. 5w/w%7fo 

3 7^'yfis iHMl. 7 5w/w%)0. ^PLt f7^77^ b 

(Promega)l. 5W^pL»U y^y-A^tf LfctP =T* * 

^•w-^w-cfi^sp^oT 5 °CT:#B LT#^ JE$fcjlftU ^ 7— ^> lmg 
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2w/w%7ro3 7^yii(l 7. 5 g)|c:zk(5 2. 5 g), 1 Omg/m 
L<D^Vwa—;*«t(l OmD^PX-T^Ufcf^ 5mg/mLO*^nf 
10 h^T^^>-^^-y zt*? ^HTf- K ( 5 ' — CTCGTAGGCGTTG 

TAGTTGT- 3' (SEQ ID NO: 1) ; ft^-M. : #t) 6 5 0 0)M?(1 OmD^H 

^■jv^^mmmmMBi-fD 3 i9b^b3 3 8 b^wsa^j^tB^^ia 

^J^WUfc^^^p^^— birr^-fe^^y =f^^ v^-^ F(as-od 

C, 5' — TCATGATTTCTTGATGTTCC — 3') (SEQ ID NO: 2) 
3^*fcfc5 Ov-f^B!) y |>;^77P37^yS(3, 5%) 5 O^r-f^P y 

r 7 s - p 1.75 y =r* ^ kiak^j 

25 ##$1 1 

:#$|2 

M^i^fflJiS*i5SH^H ST~1(FGF4) COit^^ (Proc. Natl. Acad. Sci. 
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USA, 84, 2890-2984 (1987) fcfBffc) <0 4 1 96b^£.4216 b ^WgB^I^fB 

*IW3&BB?II*Wb/t*^*n^3:— bMT ^ -fe^^-y =0*^ V*-^ K« 
tf F(5'~ACAACTACAACGCCTACGAG-3')(SEQ ID NO: 3) 

3 

«»^Jt5»H^H ST— 1 (FGF4) CDitfe^ (Proc. Natl. Acad. Sci. 
USA, 84, 2890-2984 (1987) \Z.WM) ©4 1 9 6 b^>&4 2 1 6 b ^(DMM^ 

— CTCGTAGGCGTTGTAGTTGT — 3' (SEQ ID NO: 1) ; : 

5 00^^nL^ U^7i^f75y(GIBCO BRL)25v^f^aL 
£rf&$? U7t y >^Mt?$ 5 0 0W^pL U ^ffl-C 2 0 ftm^ 

r. -cft^^S i o w ^ P^e/v/Lo^-y ^^uurf- K • y ^1 

A S - o D c ogEfc> 5 y H^M 2 icfEWWJtfcft 5 

##$15 

©ifl^^AS-ODClrl. o 5 y^e/^/L^liS^Wbrc^^^ia^^ 

AS-ODC^I?!)^ #|@|Hl^E^J^rWbfc^^^P^^- M!*^9 
i/^/A^y rf^^ l^^f" K( 5' — AGTAC TAAAGAACTAC AAGG — 
3 ' ) (SEQ ID NO: 4) (31*^ ^ * p rff— If *$a££#t) & 1 . 0 5; V */>/L 
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AS-ODC^HMi.o$P^/Lt/ 1 fSj;5i^ V>- 



7y^77^ MP r ome g a ) Lfc I? i'ftttfHK 1 5v^^PL^ 



mi til Lfc* V =f^ ^ KiA» 2^^pl^20 %©fiF4 s 



ilfllf «r#tf PBSHSlOOv^PL L 3 7 °C-?#g Lfc Q feS 

3 0 £\ 6 0^\ 18 0^ £#I0t t T 3 % T n — ^«^?*gfr J: 

wis bfc 0 agm-HS i Hfc^i-. mm 1 t?b«$s ut« * i^*^ k*i 



AI^^^^p^*^"" bMT^^ir^^^-y zi'zz? Kf4„ 2 0%<£> 



«(NEC-8)^1 OxlO 5 4^itlt 



i o H^r 



#1 i -efiK u 



fc* U ^ VJrf- WAJBWSr*-- K'vS^tfJflaifcfc Uso^^ppyh 

3oj) ztfy— A^jTf* 200 &t.x*mMW 1 



WlftiaiJfttta ttJ&^o fc 0 r (O^^fts #3SW <£>* !> * K2*A*0W 
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■ 

«(MKN4 5«) »*At a-7yt-f 5X10 5 fc 

n»j 2 xmm i>itm&fc<o* v ^ ? f^a»j (as-odcsti.o 

3 7 °Cmm Lfc 0 » 2 4 9m&\Z* V * WAI^4r&irf&N&*" 

i2H UKMMk'&Z-l^, 5-dimethylthiazol-2-yl]-2, 5-diphenyl-2H- 
tetrazoliura bromide (MTTTyt^)C £ «3 MJ£ Lfc„ |HtRte##09 4 T?f||!i 

^ ^- y =0* ^ Fit, 6 -T*fflM VfcBWVttDTfrxftu f-st^— b 

£l]£»J U7cm#s MVM LJ&Jft^ofc^BHftJCJt^TMKN 4 5 «Oif 

IT b < Wffifl * tLfco Hfc 6 0 ttf»^i^b^TMKN 4 5 Lfc 0 

— ^ 7fn37^«fc5«4 1 AS-ODCO^tft5## 

^«r*£if##0!J 6 £>»J£r» Ufc^^tt, »(Clt^tMKN 4 5 
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titmrn 4 

^siiiJKRDW mmmx^^-^^^^^mmMm) 5x10 6 iin^ 

2 til v1tmKVt<D* V zf?. * \?mAMM (AS-ODC^0. 5 

l s 1.5, 2, 2 . 5 5 P ^VLttt 5) 5 ^ n L.^^B (Hif 5 , 1 
0, 15, 2 0, 2 5v-f^WL)U 3 7°C-C*&#Lfc 0 ^B24B#^ 
y =0* y K^A§^J£^trig^$f#fr«* i: 3fei& U ^©i24 

AS-ODCMS#H^5 Wy n^e/k/LO^y ^^WKlASltl) 

1 0 % WMifaiff SrSt* DMEMitJS 5 0 0Y^f^a L bfc t |£ 

»«M&(RDJ» 5Xio 5 -flH}3:^JSM 3 tlilfc y #y-A4r^f Lfc 

a- y y KiAIi 5 -r-f y & l u 3 7°cx*mm Lfc 0 » 2 

&m^<f-<, ^^^5mi^6in^Lfc 0 ^jfeM3(Dy ^y— j»%^vtca- 

y =f^ y ix^-^" KfAiis 7 CD y >^y-^»J*^RD«c7)^#^^ 

fc, y #y- bfc^- y sr* y u^f- K^A»J i: y ^y- 

^ f^am^ < m&&i&T & ~ fhitmmm 3 <d y ?k y - 3, ^ a. 

fc3- y y r**a®$ij^\ #%m 70P # y- J^mM^VG^x^ < fiift 
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^b7t 0 liifj|l£: H 7 Hk 1^81^ *3j;t>^9®^i- 0 ^7@iiWl7©ii 
p 39-^^^(^7121), ##i7©U xKy-A»J(^8EI)*5j;rj?y 

mm&&¥ ufc^^^T, n;» 7 ■vmm ufctf- y =r * y vwAwmi 

20 ^RD»(irt> RD«^^Lfc»coW§R»l^l, & J:«I^I*H-S;-$- 
Lfc1-^TC9^- F^y*^ft^fiiiJ£*lfc <RM^ #%^ij7<Dy^y 

-^a^j-m 7 Bf^^-eiiwj 7 y ^ y 1^3-^- k^a^ij £ m^<Dmffl$) 
25 m& mM*tz - £ > ^fc^<DRD«oiimwj»^*w^aoT^i-5r. 

ftHM**^ (D & y ^ y FIAII 4W#y — K-v y ^ co#:p^ -c ft 



5 



WO 01/97857 



PCT/JPOl/05195 



34 

10 0ft, £&fe0y 7 <D»J ##M 4 & R D LtcM&<D$tm, 

mum i-zmMw i <omn t i <omm & r d#to^^# Ltzm^itm 
^ (d^-^^m n ifcte 5 2.6H-e, y i/mtiAwmfc-^ i^tc^ -kv>)^ goto 

©»#Hf4 0. 3.3 (Jgl 0®), ##M7^y xj^y— AWJ^^-bfc^ 
— K-r !7 ^ wTO^fe# Hf 37. 8B(^1 10) ^tt^TXl'M^lfeft £ tl/fc D £ 
10 co^ft«P^(D^-y rf';*y V'tf-^ K^A»JSrS-^LT#bHSRD«<Di# 

V ^ 0 * ft, 0 1 2 IH& «fc t^B l 3 HI temifcW 7(DJrV y FMAWm, 

4 (ott 037 — y* 7 <£> y # y — j*m%m xtfv ^sfc&WF 

WilSt^k 4 2 0 CD R Dlffl^F^^CO^/V^^^TOW^'ttSr^ Lfc D 1 2 |U 
1 5 ft»$J 7 0O»J i: 4 co»J £r R D^ttlfWfc L fc^-a-co J;b^, 1 

-To ^ y y K*A»J£r$!# Lfc R DlfflJ^I^O^-/^^^^ iffipjff 

mm ^ Tfpa^ y ^ y - a j; y ^mimm & u fc 

20 ^ j:oT^/^^^E^#*»^«$iJ$^TV>5-i^LT*3«?, ^-y 

y F#A»J^^brt^^^fe^fcRD«(DifM»J^J^S, 

^-y n^^i/tf K^AWJ^^^tbS^^^n^^- hSbJ-y =rxy uj- 

25 fttiftftl 7 

tSMKN 4 5 *WJ&& 5X10 7 MMfi Lfc 0 #fjg 7 13 fgfcHJ&M 7 Lfc 

Or y y KW^!^MKN 4 5 L>fc 0 wffi&&% 
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©MKN 4 5 4©77P37 — ^ #%$J 6 ^« 

^cq ft * ft p h ? 7 V^frHr V ^'^ ? Kiaj&te J; X$ ]) 

sj- y ^ ^ ujr^ FMAMffl&MK N 4 5 mR&vmM&MM-p Z - i: N ^ 7t £ <D 

MKN 4 5«(D^mlJ^^^^SoT^i~^ili:^UTV^6o ill 

[E| ifcte 4 8. 5 0 -C, 4©7fP37 — ^VM^-^ Lfc^ — K 

9.10, y • Lfc* - K*r ? * W*©^ 0121. 3 0 Ktk^ 

-C#btb?>MKN»(Dii5»WM^^ MKN»»WLfc^- F^?*<D 

^ ^ y =r* ^ v*-^ k*u&ji&*5 it* y yn»^i 

3 5 0 ©MKN 4 5«rt-e(D^7V^^^«m^*lgtt^Ufc„ ^ y V 

V-Urf- F^A^'J^r^ LfcMKN 4 5 «F^C9^-^— W^tttt, 

7-x p a y — sm&, ^ a ^^-m— i> ? 7 i/-?;^Jr V ? 

w^*^^# c ^Jf^i'J$^Tv^§ r t &^l-c*3 , ^-y k**a 

WJS:S-¥Ufc^^^fetLfcMKN4 5«<Dit5SW]fj!!l^)^ N ^-y ri^^l/ 
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1-3 t (c o l o 2 o i mm (mrnm a t a-wt^xy^jgji 

MB!) & 5 X 1 0 7 WW bfc D 7 H f^Hlfe^ 7 "CUSS Lfctf- >J V 

^ kia^J £colo20i ffijte^spft tc&#- Lfc 0 |rJ$ik:#%$J 4 -em 

0 1 mmw^mtLKWt-^ vtc a 7 b & — $ * u col 

020 1 *U»©M&W)£ Ufc. rj&fH&Jgl 71l^t 0 .^-Fv^fM 

^WCOLO2 0 l«^5it« N ##|4©rrf37- ^V^S*3 «fc U«JJ 

A^^ta^u/ta^jcjft^iwws^ ^colo2 o i »©ii« 

<Z)ig^&WJJWi-5£#fc:cOLO 2 0 l^fl&&r5E$c&i§r5££\ £fc£©COL 

O 2 0 1 «C9it»M^^ftffl^S:oX«f^i-?) ~ i lf^UV>5 0 ^18 

W7©t!J ^ ^ vtf^ KSfASBWS: COLO201 $Bl»l»g|M£fc$!# Ufc-r 

!>^©TO^#H»3 9. 8 0T\ 7fP37-^»J;t)<jJ yiiii 

SrSf-^Lfc*— FV >) ^ <7)^ti^«¥^4^ B 1 3 1. 2 0*3 £0*2 0 . 6 HI' 
#b*L5COL0 2 0 1 <Di$m%ffl$J%:$K COLO 2 0 1 tr#|t LfcJS— K*V 

f^35|E|©COLO201 Lfc 0 * V 

* KiA»^s4 Lfc c o l o 2 o i mmftv^/v-T-^mmm 

mWi&fe, TTv^y —f^W&te «fc TJ« y LTcCO L O 2 0 1 

«^tb^T®/0>o/> 0 i^ii^ y =f x ^ KiA»J^fi4t5 r. t K X 
y =?'^ ^ KM?A$^'J£iS:# Lfci^^fcHfc c o l o 2 o 1 «<d 
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jb»m&(lmf smwa) ixio 5 iic»i7 ^mu\Az.W8m.v>*y =fx?v 

$Tf- FSK-l 0 OW^o^/LOAS-ODCi 0. 1 7 5%©AS-OD 
C Sr^T 5)10v^^oL Srj^fln U 3 7 °C~C*^ bfc D « 2 4 R^ffSfft I- 

lmf smowi u < mm isn, ^^^mM^mm^-hwr. ufc 0 
v^lmf s mm (Dmm^m^&m^mm^) ^nm x # 5 n £ ^ l- x v ^ 5 „ 

(35 *ci§^_trF^ aSftfifW) b ft S »J in vivo t?B'J#MB £r#38 
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it 3& <d m m 

mm* 

6 . JWttSKW't?* SWW^S i~5 <^i*n;WcfBife<£>;*- y ^ Kt» 
AWL 

7 . * y ^ 5 ftfTO± 3 o fi^TcoW*^ 1~6 <D\t^~pflfa 

9. ^-y ^'^-9 : •K^RNAfc«.V^ttRNA^^#:-Cfe6W^6^fctt 
7 |B*0^- y ^ K^AWJo 

1 0. D N Afifrfc 5 VMt R N Alift^^rt < £ t> loRJhco^ 

7*Pftx- b^Sr^rf" 5W*rl8^rttt9ia«t(7)^-y =0*^ KSfcA 
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SEQUENCE LISTING 

<110> SUMITOMO PHARMACEUTICALS COMPANY LIMITED; KOKEN CO. , LTD. 

5 <120> OLIGONUCLEOTIDE INTRODUCING PREPARATION 

<130> 662639 

<150> JP 2000-184502 
10 <151> 2000-06-20 

<160> 4 

<210> 1 
15 <211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

20 <223> Phosphorothioate type anti-sense oligonucleotide 

<400> 1 

ctcgtaggcg ttgtagttgt 20 

25 <210> 2 

<211> 20 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Phosphorothioate type anti-sense oligonucleotide 
<400> 2 

5 tcatgatttc ttgatgttcc 20 

<210> 3 
<211> 20 
<212> DNA 
10 <213> Artificial Sequence 

<220> 

<223> Phosphorothioate type sense oligonucleotide 

15 <400> 3 

acaactacaa cgcctacgag 20 

■v 

<210> 4 
<211> 20 
20 <212> DNA 

<213> Artificial Sequence 

<220> 

<223> Phosphorothioate type scramble oligonucleotide 

25 

<400> 4 

agtactaaag aactacaagg 20 
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